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DETAILED ACTION 



This action is being made non-final through no fault of the Applicant. 

Response to Amendment 

The Applicant's response filed on November 3, 2005 has been received. 

Claims 3-5 have been cancelled. 

Claims 1-2 have been previously presented. 

Claims 1-2 are pending. 

Claim Rejections 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 



35 U.S.C. 112 Rejections 

1) Claim 1 is rejected under 35 U.S.C. 112, first paragraph, as failing to comply 
with the written description requirement. The claim recites a method for screening a 
selective inhibitor of COX-2 for functionality in addition to COX-2 protein inhibition yet 
the word "functionality" is not clearly defined within the specification. The applicant 
does not disclose what functionality encompasses or examples of such functions. It is 
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assumed by the wording of the claim; the word "functionality" refers to how the selective 
COX-2 inhibitor affects a "COX protein inhibition independent therapeutic activity". The 
phrase "COX protein inhibition independent therapeutic activity" is defined as 
"therapeutic activity unrelated to the inhibition of prostaglandin synthesis" (page 3, lines 
7-9). The applicant describes select COX protein inhibition independent therapeutic 
activities as recited in claim 2 but does not adequately disclose a representation of all 
the possible "COX protein inhibition independent therapeutic activities" that can possibly 
be screened (a potentially almost infinite set of possibilities). 

In regards to the Remarks for the rejection of claim 1 rejected under 35 U.S.C 
112, for failing to comply with the written description, Applicant's arguments have been 
taken into consideration but are not persuasive. Applicant states the term functionality is 
used with its normal dictionary meaning "of or able to perform a function". The applicant 
fails to clarify what they think encompasses a function. Therapeutic function may range 
from downregulation of tyrosine kinase as stated by applicant to a decrease in strokes 
in patients receiving a COX-2 inhibitor. These two functions represent how broad the 
term function is. If a COX-2 inhibitor decreases the occurrence or reoccurrence of 
strokes, that is a function of the COX-2 inhibitor. Therefore the Applicant does not 
define the metes and bounds to which this term encompasses. The claim is an 
independent claim and stands on its own merits. In order to make it clear what 
functionality is being screened, the claim must state it in the body of the claim. The term 
functionality remains broad and the positive steps only give a small representation of 
what the functionality is. 
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2) Claim 2a recites a method of screening which comprises screening for 
activation of PPRE-luciferase by at least 100 %, which is a result but is not a therapeutic 
function. The claim indicates the method is to screen for a "COX-2 protein inhibition 
independent therapeutic function". The claim does not clearly convey what function or 
therapeutic activity is being measured by monitoring PPRE-luciferase activity. The claim 
reads as if the activation of PPRE-luciferase is the therapeutic activity, which is not 
supported by the specification. Although the applicant discloses "the ability of a test 
compound to stimulate PPRE-luciferase signifies that the test compound activates 
PPAR-mediated gene transcription", this does not support the claim as written. It also 
does disclose measuring PPAR activity by luciferase assay but no other assays. It is 
concluded that activation refers to PPRE-luciferase and not PPAR-mediated gene 
transcription activation. The applicant also discloses activation by 100% but does not 
disclose if this refers to a 100% decrease or increase in luciferase activity. It is 
concluded any change in luciferase activity by 100 % is considered activation of 
luciferase activity. 

In regards to the rejection of claim 2 under 35 U.S.C. 112, first paragraph on the 
basis that COX-2 protein functionality is unclear, Applicant's response has been taken 
into consideration but is not persuasive. The Applicant argues luciferase activity 
indicates PPAR activation. The claim indicates luciferase activity is the independent 
function, which is not the case. PPAR activation is the therapeutic function and that 
should be made clear, i.e., downregulation of tyrosine kinase, which is the "therapeutic 
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function", not how you measure it. Therefore, it must be clearly stated in the claim that 
this is the activity being screened for, which it does not. 

Rejections U.S.C. 102 fb) 

The response filed on November 3, 2005 under 37 CFR 1.131 has been 
considered and is effective to overcome the Vadlamudi reference. Rejection withdrawn. 

Rejection U.S.C. 103(a) 

Winde et al. discloses a COX-2 inhibitor, sulindac decreased HER-2 expression 
in rectal mucosa familial adenomatous polyposis patients (FAP) (see abstract). 

In regards to the remarks responding to the 103 rejection for Winde et al. in view 
of Subbaramaiah et. al., Applicant's arguments are partially persuasive. Applicant 
argues sulindac is not a COX-2 inhibitor. Note that Ferrandina et al. teaches sulindac is 
a COX-2 inhibitor, thus where Winde teaches sulindac it is a COX-2 inhibitor. Further in 
view of Lemoult, sulindac is a selective COX-2 inhibitor. It is an inherent property of the 
sulindac to be a selective COX-2 inhibitor regardless of when the information was 
disclosed. The time when testing was done is irrelevant since no time limitation was 
included within the claim. 

In regards to the Subbaramaiah et. al. reference, ciglitazone was in the 
reference, it was also used in the disclosure as one of the compounds tested. It was not 
clear in the disclosure if it was considered a COX-2 selective inhibitor or not, therefore it 
was regarded as such. The rejection is withdrawn. 
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Claim Rejections - 35 USC § 101 

35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of 
matter, or any new and useful improvement thereof, may obtain a patent therefor, subject to the 
conditions and requirements of this title. 

Claim 2 is rejected under 35 U.S.C. 101 because the claimed invention lacks 
patentable utility. The claim recites screening methods for COX-2 selective inhibitors 
but gives no basis for how or why to use the invention in the specification or why one 
would want to screen for activation of luciferase by 100%. Specifically, claim 2(a) states 
the therapeutic function is activation of PPRE luciferase by at least 100%, which means 
activation of PPAR. Which means it activates transcription but tells you nothing else 
about how the inhibitor inhibits synthesis or treats a disease. The Applicant fails to 
disclose specifically why one would want to screen an inhibitor using this method or how 
this relates to the disclosed diseases or the "real world" context of use such as for use 
in vivo. It is not disclosed how one could screen for a disease using luciferase or how 
one would determine the mechanism of inhibition. Luciferase is an indicator of activity 
and is not used in vivo. There is no specific or substantial utility for activation of PPAR 
because it does not tell the mechanism of action without a test of another function that 
happens during protein synthesis, such as production of the COX-2 protein, product or 
intermediate. It is unclear how PPAR activation is beneficial for screening a selective 
COX-2 inhibitor or why it is beneficial to use inhibitors that activate PPAR. Applicant 
has not disclosed any specific or substantial utility for claimed invention. 
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Claim Rejections - 35 USC S 102 - Anticipation 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claim 1 is rejected under 35 U.S.C. 102(b) as being anticipated by Winde et al. 
(Cancer Letters 1998). 

Winde et al. discloses a COX-2 inhibitor, sulindac (which is a selective COX-2 
inhibitor as stated above) decreased HER-2 expression in rectal mucosa familial 
adenomatous polyposis patients (FAP) (see abstract). The HER-2 protein is 
overexpressed in breast, gastric, and colon cancer (page 201 , column 2). A 
chemopreventive study was conducted to elucidate the possible influence of sulindac on 
an oncogenic tyrosine kinase receptor (HER-2) by comparing the HER-2 expression in 
rectal mucosa of FAP patients undergoing treatment with sulindac with those of several 
control groups. The control groups included a group of FAP patients that were not 
treated with sulindac, healthy patients, patients with Crohn's disease and a group of 
patients with rectal cancer. The FAP control group had a mean HER-2 level of 1639 
fm/ml with a confidence interval (CI) of 1155-2122 fm/ml. The sulindac treated group 
had a mean HER-2 level of 503 fm/ml and a CI of 293-713 after 3 months of low-dose 
sulindac treatment (page 203, column 2). The reference anticipates the claims insofar 
as it discloses a selective COX-2 inhibitor having a COX protein independent therapy. 
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Claims 1-2 are rejected. 
No claims allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Lezah W. Roberts whose telephone number is 571-272- 
1071 . The examiner can normally be reached on 8:30 - 5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christopher Low can be reached on 571-272-0951. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 




